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(57) Abstract: Highly novel drugs efficacious against diseases in association with glycometabolism and lipid metabolism have been 
33 created by finding inhibitors or antagonists to PPARar and PPAR r . Use of fatty acid coA thioesters, which have been found out as 
= peroxisome proliferator-activated receptors (PPARs) a and T inhibitors, in evaluating drugs and utilization thereof in drugs. 

S (57) 

*»BliPPARa36VCPPARy C *t 1" 4 PfiStlW S t^tt 
- A*t*ii3iSr£{44b§&# (fiJlTPPAR) © a r C»"f * US 



00 

o 
O 



WO 01/21181 



PCT/JP99/05217 



1 

&m im m 

PPARaSO'PPAR r ©PI^tlM 

*«WfcJ^ ^^/**»>y-A***SHtftft*# (WTPPAR 
) ©cr&tf 7 Ktt-f 3E&^r£l£^fl£: bTMffl£tifc)3£#J^C o A 

^;i/**^y-AJf»H?Stt<bSSfr (PPAR) ttC*«HW® 

t> of & S (Keller H. <=> : Trends Endocrinol Metab ( 1993) 4, 
291-296) o Ctllt'PPARhltttaS, 7M,&r>'tf§0 ©3 

Rftot^i (Braissant 0. & : Endocrinology ( 1996) 137, 
354-366) o PPARaliffl, WE> £©»I»R©RflSl6 
^©l^litl^Iltl^o PPARrtt70€-^-©I 
t) N*5g {Uplift S 2 H©T^ V 7 A It P P A R y 

l ^ppARr 2 cc 2 # £ ft 6 0 PPARr liitbttWiSie&ffl 
PPARr 2tt£ClSI8ttltfc:*§Efc:«aUT^a. PP 
A Rati LT^So 

P P ARattfif«*©«Hte*K#£tS7'S';i/C o A 
^ h3> F'j7C#St2)7'>^CoAft h'D^t-t'^pHMG 
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- c o a i/ y # - & v ^ ^ * * *> v — a (c # £ 1" s 7 ;w c o 
a** ->^-*fc £©Jfi**fc*£H^ ®^ D *~* ~ 

UURtClS^TS (Schoonjans K. £ : J Lipid Res ( 1996) 37, 
907-925) o P P A R afcJl^ **©##frt»6 P P A R a (itflSItt 

tt;©£jS£M&fiS!l£ISoT £>2iT ^ S(Kersten S. 

e>: J Clin Invest ( 1999) 103, 1489-1498) 0 

-15, P P A R r 2 l*IJ&|&flflJIS©*Hb»!il*£& <!8t)ot:v^SC 
fctffcJ&ftT^* (Forman BM et al : Cell ( 1995) 83, 803-812) „ 
hD^U*7>, PS/^U^y> (BRL-49,653) SVt^^^V 

-f72IHSi?&jiIt-*5A s > £^ f ti?) Oiili P P A R t 
iCltt?>73*-^ htfe§:^^f,^t: £ ftfcUehmann JM et al : 
J Biol Chem ( 1995) 270, 12953-12956) 0 P P A R y li£<*£*5tt 

frb, PPARd cDgHSli am'py Miztt^X & J U<d^T^ 

± m O «fc -5 (3 s PPARC»t573-7 h (3 tt y «; * V* > ^ #fc 

# PPARCWtS7J-7 ht^5: § (Forman 

BM fc: Proc Natl Acad Sci USA (1997) 94, 4312-4317) 0 

7 U v > P PARr©7>^3zXhHt»^tl 

T ^ £ fcii g & v>(0berfield J.L. £ :Proc Natl Acad Sci USA ( 1999) 
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96,6102-6106.) o 

*£ftTi^£#(W097/10813) ,7>*=f-*I^H©$BI&CliSo 

d *l£T-^2S& £<,WiftB&$JK©4UC&^T£;i&PPAR7 
StfP P AR o!:^t57>^^-^ htt«M.$ilT^ft*»ofco 
#$BHJ§© Bftti. PP ARat^tPP ARr^^tSISftll 

& 08 © Hi ^ 

#|g0.S#£(£> 4 U >ffi$/t&©«31£ PPAR©1 

Sfc 3*I©H£j&^ CoA f-tfx^T^l/fttfP PARaltfCPPAR 

IP *> . PPARaSlFPPARri:St^fi7Jl/73-7 h T* 
& 5 K R P-297 (Murakami K £ : Diabetes ( 1998) 47, 1841-1847) 
© h 'J A«»i*£ffi^fc]I8lliS££IfcC«fc D, ffl^oJUJKKC 
oA?-^x7ril/A s PPARaStl t PPARr0 l Jif> KfR^tC^ 

H (Z , PPARaSrFPPARyO'Ji'VFiHii^rn^ Kb 
t7^- 37^f^-^-(SRC-l )©&£<*BfiJUg£*r UfllJW 

ico Af-*x^T-;i/t±ffl*tt#wtcjg^s<4*ias tfco -ni- 
ck D x JIUK^ CoAftx^f;HiPPARoSVPPARr®IS 
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in*,, P P AR a(3^1-^>Pfl^tJMi: U T HISSES # ^ 'J * b -f 

* K - to T* * £ HJft ^ C o A * x x x )l & m HfJ K £ f£ ffl t- * N 
£tz P P A R r £*rtSRft*1»Ri: UTfltie&gtf 5. U * b 4 
^)\/ K b >f >K X r 7 O ,71/ N :* U >f ;K 'j;i/t^K 7?#F 
-;i/t*SJ3S)KKC o Af-^x^^^^EHfJKtc^ffl^ £ S 3. h 

1) PPARa7>^"-^hhbT0iffl 

WifeMs t 7s-?t> )\<±mjk, D^m©T-t? b >H£M<r6 (Keller U 
: Diabetologia (1986) 29, 7-77) . PPARalifflC*^ 

ifi t> , P P A R a 7 > * J = a Mi * ft & WfM "T * £ i: #*C S . 
F7y F-y70Mt:«ffltS^ ftSo 

2) PPARrHtffl7>^3'^^FHT0il 

P ARrlifliJK$fflBa©^>fb{3fiS^^i'J^fioT^§o ^^i3, P 

PARy73-X ht$»^f7V U ^ ##tiJ!&JK«DliS 0 
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t #f&££ftT^ 6 (PietDeVos ^> : J CI in Invest (1996) 

98, 1004-1009) o fry u > vis ym^i^itmmm^mM t it 

{Cct^^T-T-SC h * IS ££ftt^£( Zhang E ^> : J Biol Chem ( 1996) 
271, 9455-9459) o :tl^fl^^ PPARr7>^^7h 

& w £ n -f § tz & (d m &. (D m m 
#$g0£ £ ft £ £ © t* (± tz ^ o 

HJStf'J 1. PPARahPPARr lZfttZ>&&m<DMm : 

PPARai:PPARri:*ft5Ta7;i/7J-^htfe5KR 
P-297©hU3 L '7 A *!!&&( Murakami K £ : Diabetes (1998) 47, 
1841-1847) Zm^fzW&fa£nmZfi ofco 63^-0b7f y> 
£ t HPPARffSU c PPARrO l Jfl> K N 3fci${PJJ 

tdttJO Lfcg 6 (6x His-hPPARs LBD) & * ft * ft*Bi® t £ ■£ , 
- ^ ;i/ t 7 A t: T i 1 I f: o 6x His-hPPARs LBD Ifii: 100 
nM[3H]KRP-297 (27Ci/mmol) £50mMKCl, 10 mM * * 7 U 4 h - 
frt&tS 50mMTris-HCl WkWiWii pH7 . 4 ) T* IS i£ -ft. a" $9 (jj£MC o 
Af^x^fik >>**v®0 ®#£T, *#STt 25°C\ 30#fgk 
O^ri^-Mfeo *©&x t77rf^^ G25 AfAttlfi 
{Clg^Lfe[3H]KRP-297 £#8tb> WLMUZttLfo* > * Is - *s b > 



WO 01/21181 



PCT/JP99/05217 



6 

P P A R 7 iZMt^^^^^(DMmmt UT BRL-49,653 (Willson 
TM : J Med Chem ( 1996) 39, 665-668)£ X V IS-? * * v -A 12 - 
H -7D7^^7>i^> J 2 (Cayman Chemical Co.)£s P P A R a 

\znt z>m&ft&<Dttmmt it 8(s)-t fd^>i^^^ 

xy-f >g£ (Cayman Chemical Co.)£:ffl Ofco 
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in vitro iZXffiW. U (TNT ® s Tu MS^l, Madison, WI) 0 ±13 
ftmbfz 6x His-hPPARs LBD IS§ 50 mM KC1, 1 mMyft^M 
h 0.1^il7iV7 =• > &£tf 50 mMTris-HCl ifgiirt 

( P H7.4)^T-M^^^tI©#ST,##ffiTT* 4°C,60 ^ISs -f > * a 
^- h Ufeo 2 mg 6x His tfCft (QIAGEN ft, Germany) 

£flO;U 4°C\ 60 #IHK ^>^i^-hlf;o 20 ml ©7 

OrOGt77D-^ (7 ?;i/?^7 • /W^f^ttv Sweden) 
^mX, 4°C N 60 #5§s 0^a^-Mfc= 51/|>tCT 3 U 
fets7Dr-{ >Gt77D-7^20ml© SDS-it >W977- 
U 2MSDS-PAGEx b ^ 7 -f —1ZX [35S]SRC-1 

1©^^, U;-;i/SCoAftx^rJmPPARaO'^> 
h* Tfft 6 K R P -297*5 «fc th* D > - ;H8 {3 «fc 5 S R C-1©I^M 
£E*##fti;:lfi§U£fcPPAR7©^#>K"e&* BRL-49653 

U It ( * 2 ) o 
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